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IN THE CLAIMfc 
Please amend the claims to read as follows: 



1-111. (Cancelled) 

1 12. (Currently Amended) A method of determining susceptibility of a HCV (hepatitis C 
virus) viral population in a patient for an HCV anti-viral drug, comprising: 

(a) culturing a sample of h ost cells in the presence of the HCV anti-viral drug, 
wherein the said sample o£ h ost cells kave hasmtroduced thereto plurality of 
resistance test v^r ft , ftach of said resistance tes t vectors comprising (1) a 
patient-derived segment that comprises a HCV gene, and (2) an indicator 
gene, wherein the exp ression activity of the indicator gene is dependent upon 
the patient-derived segment; 

(b) measuring the expr e ssion aqtivity of the indicator genes in the sampje of host 
cells; and 

(c) comparing the oxproosion activity o f the indicator genes measured in (b) to the 
oxproobion activity of indicator genes measured in a corresponding sample of 
host cells, cultured in the absence of the HCV anti-viral drug, having 
introduced thereto ^corresponding plurality of r esistance test vectors 
comprising: (1) a patient-derived segment that comprises a HCV gene, and (2) 
an indicator gene^ wherein the c xproo o ion activi_ty_ of the indicator gene is 
dependent upon the patient-derived segment, 

(d) wherein greater o p pre s sion gctivitv of the indicator genes in the absence of the 
HCV anti-viral drug relative to that measured in the presence of the HCV anti- 
viral drug indicates susceptibility of the viral population of the patient for the 
HCV anti-viral drug. 

113. (Currently Amended) The method of claim 112 wherein the resistance test vector 
. comprises igenegenes encoding C, El, B2, NS2, NS3, NS4, or NS5. 

1 1 4. (Previously Presented) The method of claim 112, wherein the patient-derived 
segment comprises a viral sequence that comprises an internal ribosome entry site. 



PAGE 5/18 " RCVD AT 5/17/2004 6:04: 14 PM [Eastern Daylight Time] * 8VR:USPTO«EFXRM/3 ■ DNIS:8729306 ■ CSID:6507393900 1 DURATION (mm-ss):06-32 



MAY-1 7-2004 



02:09PM F ROM-JONES DAY 



650 739 3000 



T-684 P.006/OI8 F-174 



1 



115. (Currently Amended) A method of determining anti-HCV drag resistance of a HCV 
viral population in a patient, comprising: 

determining susceptibility of the HCV viral population in the patient to said anti-HCV 
drug by: 

(a) culturing a gampl g host cells in the presence of said anti-HCV drug, 
wherein the garble pf ho st cells have has introduced thereto a plurality of 
resistance test vector s, each of said resistance test vectors comprising: ( 1 ) a 
patient-derived segment that comprises a HCV gene, and (2) an indicator 
gene, wherein the oxprossion activity of the indicator gene is dependent upon 
the patient-derived segment; and 

(b) measuring oicproaaion the activity o f the indicator genes in said host cells; and 

(c) comparing the activity of said indicator eenes susceptibility of the - HG - V - viral 
population in th o pationt to arid anti - HCV drug determined in step (a) w ith a 
standard curve of activity of said indicator genes determined for d rag 
susceptibility for the anti-HCV drug, 

§ wherein susceptibility activity w hich is decreased relative to that shown by the 

standard curve indicates anti-HCV drug resistance of the HCV viral population in the 
patient. 

1 116. (Currently Amended) A method of determining anti-HCV drug resistance of a HCV 

viral population in a patient, comprising: 
>| (a) determining susceptibility of the HCV viral population in the patient to said 

;1 anti-HCV drug at a first time point by: 

] (i) culturing a sample of h ost cells in the presence of said anti-HCV drug, 

| ' wherein the sample of host cells has h ava-introduced thereto a plurality 

] of resistance test vectors ,. ?ach of said resistance test vectors 

j comprising (1) a patient-derived segment that comprises a HCV gene, 

I and (2) an indicator gene, wherein the expr e s sion activity of the 

j indicator gene is dependent upon the patient-derived segment; and 

| (ii) measuring e xpr e ssion the activity of the indicator genes in said sample 

\ of host cells; 

(b) determining, by the method of step (a), the susceptibility of the HCV viral 
population in the patient to said anti-HCV drug at a second time point; and 
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(c) comparing the susceptibility of the HCV viral population in the patient to said 
anti-HCV drug at the first time point and the susceptibility of the HCV viral 
population in the patient to said anti-HCV drug at the second time point, 

wherein a decrease in susceptibility to said anti-HCV drug at the second time point 

relative to that at the first time point indicates anti-HCV drug resistance of the HCV 

viral population in the patient. 

117. The method of Claim 112, wherein said patient-derived segment encodes one HCV 
protein. 

118. The method of Claim 112, wherein said patient-derived segment encodes two or more 
HCV proteins. 

119. (New) The method of Claim 112, wherein said patient-derived segment comprises 
genes that encode NS3 and NS4a. 

120. (New) The method of Claim 1 12, wherein said patient-derived segment comprises a 
gene that encode NS5b. 

121 . (New) The method of Claim 1 12, wherein said indicator gene is luciferase. 

122. The method of Claim 115, wherein said patient-derived segment encodes one HCV 
protein. 

123. The method of Claim 1 15, wherein said patient-derived segment encodes two or more 
HCV proteins. 

1 24. (New) The method of Claim 115, wherein said patient-derived segment comprises 
genes that encode NS3 and NS4a. 

125. (New) The method of Claim 115, wherein said patient-derived segment comprises a 
gene that encode NS5b. 

126. (New) The method of Claim 1 15, wherein said indicator gene is luciferase. 
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127. The method of Claim 116, wherein said patient-derived segment encodes one HCV 
protein. 

128. The method of Claim 116, wherein said patient-derived segment encodes two or more 
HCV proteins. 

129. (New) The method of Claim 116, wherein said patient-derived segment comprises 
genes that encode NS3 and NS4a. 

130. (New) The method of Claim 116, wherein said patient-derived segment comprises a 
gene that encode NS5b. 

131 . (New) The method of Claim 116, wherein said indicator gene is luciferase. 
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